Long-lasting agonist activity produced by a capsaicin-like photoaffinity probe.
Capsaicin causes uptake of 45Ca2+ into a subset of neurons cultured from rat dorsal root ganglia. One aryl azido analogue of capsaicin produced a long-lasting stimulation of calcium uptake after irradiation in contact with cells, but not if samples were kept in the dark. The active compound, like capsaicin, is a 3-methoxy, 4-hydroxy benzylamide. An analogue without substitutions on the benzyl ring and one without the ring were not agonists. This pattern is consistent with known structure-activity relationships for capsaicin analogues. All three aryl azides produced long-lasting inhibition of capsaicin action, which was not totally dependent on irradiation. Long lasting agonist action was not produced if reversible capsaicin agonists were present as protecting ligands during the irradiation step. Potency as protectors correlated well with potency as agonists in the calcium uptake assay. We suggest that the active aryl azide is a photoaffinity label for a specific capsaicin receptor on dorsal root ganglion neurons but the inhibitory effects are not dependent on binding to the receptor.